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The experience of anger increases the acute and long-term risks of incident cardiovascular
disease (CVD) events [1, 2]. The mechanism(s) whereby anger is associated with increased
CVD risk remains to be fully characterized. One promising candidate mechanism is
endothelial dysfunction. Endothelial dysfunction, as evidenced by impaired endothelial-
dependent vasodilation, is an early pathogenic process underlying atherosclerosis
development and CVD onset. More recent investigations have elucidated the cellular
pathways underlying endothelial dysfunction. Endothelial cell (EC) injury, assessed by
measuring circulating levels of EC-derived microparticles (EMPs), are phospholipid rich,
submicron particles derived and released from the membranes of activated or apoptotic ECs
[3]. In addition, the discovery of circulating, bone marrow-derived endothelial progenitor
cells (EPCs) capable of EC repair and regeneration [4] suggests that endothelial function
represents a balance between ongoing injury and repair.
We previously reported that anger provocation acutely impairs arterial vasomotion in
apparently healthy individuals [5]. We conducted a study to examine the acute effects of
anger provocation not only on arterial vasodilation but also on levels of EMPs and bone
marrow-derived EPCs. To our knowledge, this is the first report concerning the adverse
effects of anger provocation on cellular pathways underlying EC health.
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Thirty apparently healthy participants (63.3% female, 37.3±12.9 years old) completed a
morning laboratory session that included sequential rest, a 12-minute standardized anger
recall task [6], and a recovery period. In a separate experiment to examine the effect of
diurnal variations and experimental procedures on endothelial function, six participants
matched for age and sex (66.7% female, 35.5±13.9 years old) completed a comparable
morning laboratory session in which the anger recall task was replaced with a 12-minute
emotionally neutral task. In the latter condition, the participants were asked to count aloud
by ones, starting with one and ending with 50, over and over at their own pace, until the task
period elapsed. All participants reported to the laboratory at 8 AM in a fasting state and
having refrained from exercise for 12 hours. The study protocol, which was approved by the
Institutional Review Board of Columbia University Medical Center, conforms to the ethical
guidelines of the 1975 Declaration of Helsinki. Written informed consent was obtained from
all participants. The authors of this manuscript have certified that they comply with the
Principles of Ethical Publishing in the International Journal of Cardiology (Int J Cardiol.
2011;153:239–40).
Blood was drawn from an indwelling catheter at baseline, and 30 and 90 minutes post-anger
or neutral task, and collected into tubes containing citrate for the assessment of EMPs and
EDTA for the measurement of EPCs. Each blood draw was followed by endothelium-
dependent vasodilation testing. CD62E+ and CD31+ endothelial microparticles (EMPs),
phenotypic for EC activation and apoptosis respectively [3], and KDR+, CD34+, and
CD133+ bone marrow-derived endothelial progenitor cells (early EPCs) [7] were quantified
by flow cytometry. Endothelial-dependent vasodilation was determined by the reactive
hyperemia index (RHI) using peripheral arterial tonometry [8]. Systolic and diastolic blood
pressure (SBP/DBP) and heart rate (HR) were measured using a TNO Finometer Continuous
Blood Pressure Monitor. Additional information about the study methods is provided in the
online supplement. Data are given as mean ± standard deviation (SD). Repeated measures
multivariate analysis of variance was used to test the effect of the task on RHI, EMPs, EPCs,
and hemodynamic parameters over time.
From baseline across the post-anger recall task recovery period (Table 1), RHI significantly
decreased, levels of EMPs expressing CD62E significantly increased, and levels of early
EPCs significantly decreased. Further, SBP, DBP, and HR significantly increased across the
3 time points following anger recall. There were no significant correlations (ps>0.05) of
changes in hemodynamic parameters (SBP, DBP, and HR) with changes in RHI, EMPs
expressing CD62E, and EPCs, from baseline to 30 minutes, from 30 to 90 minutes, and from
baseline to 90 minutes.
In the neutral condition, RHI significantly increased from baseline across the post-task
recovery period (baseline 1.74±0.43, 30 minutes 2.38±0.57, and 90 minutes 2.50±0.60;
p=0.014). There were no significant differences across the 3 time points in the level of
EMPs expressing CD62E (baseline 339±191 EMP/uL, 30 minutes 341±227 EMP/uL, and
90 minutes 360±176 EMP/uL; p=0.455) and also early EPCS (baseline 0.026±0.015%, 30
minutes 0.022±0.013%, and 90 minutes 0.024±0.011%; p=0.465). Within each condition
(anger and neutral), the results for RHI, EMPs expressing CD62E, and early EPCs across
time were similar after adjusting for baseline values (results not shown).
We found that a brief anger provocation was associated with an acute impairment in
endothelium-dependent vasodilation, EC activation, and reduction in EC reparative capacity.
These data demonstrate for the first time that anger provocation adversely affects multiple
pathways of EC health, and suggests a mechanistic pathway by which anger is associated
with increased incident CVD risk. The unifying biological pathway by which anger
adversely affects EC health is unknown. One possible pathway is anger-related
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hemodynamic effects. However, in our study, hemodynamic changes associated with anger
provocation did not contribute to changes in endothelium-dependent vasodilation, EMPs,
and EPCs. Other possible stress-related mechanisms include dysregulation in the
hypothalamic-pituitary-adrenal axis, autonomic nervous system imbalance, endothelin-1
release, and reduced nitric oxide bioavailability via oxidative stress. Future investigations
should examine the specific mechanisms by which provoked anger is associated with
endothelial dysfunction.
Endothelium-dependent vasodilation increased across the three time points in the neutral
condition whereas circulating EMPs and EPCs remained unchanged. These findings are
consistent with previous studies demonstrating diurnal increases in endothelium-dependent
vasodilation [9] and no changes in circulating progenitor cells [10] between 6 AM and 12
PM. To our knowledge, no previous studies have examined the diurnal variation in EMPs.
Our findings suggest that changes in EMPs do not occur during a morning session.
The results of this study help to characterize how anger might exacerbate the onset of
atherosclerosis and CVD events at the cellular level. Future research is needed to replicate
these novel findings. In addition to investigating the biological mechanisms underlying the
link between provoked anger and endothelial dysfunction, studies should also delve into
whether the induction of other negative emotions has similar adverse effects on EC health.
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